compared to the IRI control group. A greater increase in glutathione reductase and glutathione peroxidase was observed in renal cotex of hypoxic preconditioned hBMSC injection than in the IRI control group. These findings further suggest that anti-oxidative responses were elicited by IRI and hBMSC treatment contributed to further anti-inflammatory and anti-oxidative effects after IRI in this study.
INTRODUCTION AND OBJECTIVES:
In vitro 3D organoids provide an alternative model for studying of renal toxicology. However, to obtain human renal tubular epithelial cells for these propose, a kidney biopsy is required, with potential risks and complications due to this invasive procedure. Development of in vitro renal tissue model has been limited due to the challenges of differentiating stem cells into various functional renal cells. Our previous studies have demonstrated that human urine-derived stem cells (USCs) originate from glomerular parietal stem cells, possess self-renewal and multipotent capacity2. The goal of this study is to induce human USCs to differentiate into renal tubule epithelial cells when grown on kidney extracellular matrix (k-ECM) to generate in vitro 3D renal tubular organoids for potential use as biological models for nephrotoxic drug development and for renal repair.
METHODS: USCs obtained from 4 healthy individuals were isolated and expanded in vitro. Normal human renal cells were used as control. Porcine-derived k-ECM hydrogen was produced (k-ECM gel) when mixed with hydraulic acid gel (1:9). To generate the renal tubular organoids, USCs were induced within 1% k-ECM gel for one week, compared to USC aggregates without k-ECM gel. The organoids of USCsþk-ECM gel were cultured in Hanging Drop 96-well plates for 4 days and then transferred to ultra-low attachment plates. To optimize the protocols and measure cell viability, different cell concentrations were assessed by ATPase and LIVE/DEAD Kit. The size of organoids and the renal tubule structures were assessed by histology, immunofluorescence staining and Western blot using renal tubular epithelial cell markers. Renal tubular cell function was measured by ?-Glutamyltransferase (GGT) activity after Ethanol as nephrotoxic agent was added into the culture medium.
RESULTS: 3D organoids (about 350mm at diameter) were generated by 4,000 USCs cultured for 7 days. ATPase and LIVE/DEAD assays showed that majority of USCs (>95%) remained viable up to 4 weeks. H.E. staining demonstrated the renal tubular-like structures formed within the USCsþk-ECM gel, but no within the USC aggregates without k-ECM gel. Induced USCs expressed proximal renal tubule epithelial cells marker (Aquaporin 1, i.e. AQP1) within whole mount staining. In addition, induced USCs expressing GGT was similar to normal renal cells after ethanol treatment.
CONCLUSIONS: Human USCs induced by k-ECM formed renal tubular organoids, which could provide an alternative tool for nephrotoxic drug screening, renal disease research and kidney tissue repair.
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MP81-05 MIR34A/GOLPH3 AXIS ABROGATES UROTHELIAL BLADDER CANCER CHEMORESISTANCE VIA REDUCED CANCER STEMNESS
Qing Zhang*, Junlong Zhuang, Yongming Deng, Lin Yang, Hongqian Guo, Nanjing, China, People's Republic of INTRODUCTION AND OBJECTIVES: Chemoresistance and subsequent recurrence of human urothelial bladder cancer (UBC) is partially driven by a subpopulation of tumor initiating cells, namely cancer stem cells (CSCs). However, the underlying molecular mechanism in chemotherapy-induced CSCs enrichment and following chemoresistance and recurrence remains largely unclear.
METHODS: Gemcitabine and cisplatin (GC) chemoresistant cell lines (T24 GC 3rd and 5637 GC 3rd cells) and the chemo-sensitive UBC cell lines T24 and 5637 were established in vivo for the investigation of acquired resistance mechanisms. The role of miR34a/ GOLPH3 axis in regulating UBC chemoresistance and recurrence was evaluated in cell and animal models. The expression levels of miR34a/ GOLPH3 axis and CSCs markers were assayed in specimens of UBC. The association of GOLPH3 with clinicopathologic features and prognosis was analysed.
RESULTS: RT-PCR and western blotting confirmed that the expression levels of miR34a were decreased and GOLPH3 were increased in GC chemoresistant UBC cell lines. Downregulation of miR34a resulted in the overexpression of GOLPH3, which is a target gene of miR34a confirmed by luciferase experiment. The ectopic expression of miR34a decreased the stem cell properties of chemoresistant UBC cells and re-sensitized these cells to GC treatment in vitro and in vivo. Moreover, miR34a/GOLPH3 axis has obvious clinical relevance with prognosis and recurrence in human UBC patients with standard GC chemotherapy.
CONCLUSIONS: Our results suggest that miR34a/GOLPH3 axis exert key role in CSCs involved UBC drug resistance and recurrence and warrant further development as a promising therapeutic approach in treating drug-resistant UBC. METHODS: To induce KC, 10-week-old female rats were given 25mg/kg ketamine hydrochloride twice a week for 12 weeks. For the sham group, phosphate buffered saline (PBS) was injected instead of ketamine. One week after final injection of ketamine, the indicated dose (0.25, 0.5, and 1 x 10 6 cells) of M-MSCs (KC þ M-MSC group) or PBS vehicle (KC group) was directly injected into the submucosal layer of the anterior wall or dome of the bladder. One week after M-MSCs injection, e1098 THE JOURNAL OF UROLOGY â Vol. 199, No. 4S, Supplement, Monday, May 21, 2018 
